Effects of gossypol on the hepatic drug metabolizing system in rats.
Gossypol, a polyphenolic pigment found in cotton plants, has been implicated as an antifertility agent. This pigment has been shown to alter myriad metabolic pathways. The objective of this study was to determine the effect of gossypol acetic acid on the hepatic microsomal drug metabolizing enzyme system in adult female Fisher 344 rats. Subcutaneous administration in both low (15 mg/kg) and high (30 mg/kg) doses of gossypol acetic acid for five consecutive days significantly (P less than 0.00001) reduced hepatic aniline hydroxylase activity, as well as cytochrome P-450 and b5 levels. Thus, compared to the controls, the low doses of gossypol decreased the hepatic aniline hydroxylase activity and cytochrome P-450 and b5 content by 73, 54, and 43 percent, respectively. The high doses of gossypol decreased the aniline hydroxylase, cytochrome P-450, and b5 levels by 60, 51, and 46 percent, respectively, as compared to controls. These data indicate that alteration of the hepatic metabolizing system may, in part, be responsible for the secondary toxemic effects seen when gossypol is used to provide antifertility action.